DECLARATION 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re appUcation of: PRASAD K. DESPANDE et al. Group: 1625 

Serial No: 10/749,932 . ath ak^h 

Examiner: Charanjit AULAKH 

Filed: December 31, 2003 

For: BENZ0QU1N0LIZINE-2.CARB0XYLIC ACID ARGININE SALT TETRAHYDRATE 
Attorney docket: U 014681-4 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

I, Mahesh V Patel, a citizen of India declare the following: 

That the polymorph decides the aqueous solubility. For example, polymorph that have 
more aqueous solubility is thermodynamically less stable form and the polymorph where 
hydrogen bonding and Vander Waal forces are fully satisfied is more crystalline form and 
hence less soluble in water. Less stable polymorph, therefore, has more aqueous 
solubility (Ref. Drug and The Pharmaceutical Sciences, Vol. 45, Marcel Dekker, bic., 
New Sk Basel, Chapter 5, Generation of Polymorphs...., pp 190-191). If such a less 
stable polymorph is used in aqueous solution it tends to crystallise upon standing, thereby 
resulting precipitation in aqueous solution indicative of more stable polym^orph 
formation. The use of more stable polymorph is therefore important for solution 
administration. The tetrahydrate form of the invention is more stable form where 
crystallinity is more than previously reported forms. It is incorrect that c^ystamne fonn 
lose their identity once dissolved in solution, as it is reported m the literature that one 
poTymo^r^^ more bioavailability than the other, for example, Erytiiromycm base exists 
in Sate, dihydrate and amorphous form but anhydrate and dihydrate absorb faster 
SrTorph^us. Similar case is reported for Chloramphenicol pahmtate where Form B is 
orally more av^ailable than Form A. (Ref Drug and The Pharmaceutical Sciences, Vol 
45, Marcel Dekker, Inc., New York . Basel, Chapter 7, Effects of Polymorphism...., pp 
323-324). 



We further declare that the solid composition such as tablets requires particular bulk 
density and particle size can be provided by simply changing polymorphs or hydrate. 
Additionally, when lesser hydrate is processed for making dough or granulation in water, 
a prerequisite for tablet preparation purpose, it is likely that the lesser hydrate may go to 
more stable tetrahydrate form. Whereas tetrahydrate form being last hydrate it will retain 
its identity as a tetrahydrate. 

I hereby declare that all statements made herein of my own knowledge are true and that 
all statements made on information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false statements and the Hke 
so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 
of the United States Code, and that such willful false statement may jeopardize the 
vaUdity of the application or any patent issued thereon. 



Signed this 4''' day of August 2005 




Mahesh V Patel 
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